Two new chromone derivatives, 2-hydroxymethyl-3-methyl-7-methoxychromone (1) and 2-hydroxymethyl-3-tert-butyl-7-methoxychromone (2), together with a related known compound, 2,3-dimethyl-7-methoxychromone (3), were isolated from Rhinocladiella sp. (IO2), a fungus obtained from the sponge Ircinia oros. Furthermore, a new isocoumarin derivative, 3-(3-chloro-2-hydroxypropyl)-8-hydroxy-6-methoxy-isochromen-1-one (4) and a known analogue 3-[(R)-3,3-dichloro-2-hydroxypropyl]-8-hydroxy-6-methoxy-1H-isochromen-1-one (dichlorodiaportin, 5), were identified from sponge-derived fungal strain Clonostachys sp. (AP4.1), while a new indole alkaloid 1-(4-hydroxybenzoyl)indole-3-carbaldehyde (6) was obtained from the sponge-derived fungus Engyodontium album (IVB1b). The structures of these compounds were established by NMR spectroscopic and mass spectrometric data analysis, as well as by comparison with literature reports. Compounds 4 and 6 were examined for cytotoxic and antimicrobial activities, respectively. None of them showed potent activity.
Marine-derived fungi are rich sources of bioactive secondary metabolites with diverse structural features [1] . In the past two decades, many intriguing polyketides and alkaloids were discovered from marine-derived fungi which displayed a wide range of biological properties including cytotoxic, antibacterial, and antifungal activities [2, 3] . In the course of our search for new bioactive secondary metabolites from marine-derived fungi [4] [5] [6] [7] , we performed chemical investigations on extracts of the spongederived fungal strains Rhinocladiella sp. (IO2), Clonostachys sp. (AP4.1), and Engyodontium album (IVB1b). As a result, two new chromone derivatives, 2-hydroxymethyl-3-methyl-7methoxychromone (1) and 2-hydroxymethyl-3-tert-butyl-7methoxychromone (2) , as well as a known analogue 2,3-dimethyl-7methoxychromone (3), were characterized from the culture extract of Rhinocladiella sp. (IO2). Moreover, a new isocoumarin derivative, 3-(3-chloro-2-hydroxypropyl)-8-hydroxy-6-methoxyisochromen-1-one (4) and a known isocoumarin 3-[(R)-3,3dichloro-2-hydroxypropyl]-8-hydroxy-6-methoxy-1H-isochromen-1-one (dichlorodiaportin, 5), were identified from Clonostachys sp. (AP4.1), while a new indole alkaloid, 1-(4-hydroxybenzoyl)indole-3-carbaldehyde (6), was obtained from E. album (IVB1b). Compounds 4 and 6 were assayed for cytotoxic and antimicrobial activities. This paper describes the isolation, structure determination, and biological evaluation of compounds 1-6.
Compound 1 was obtained as a white amorphous solid and its molecular formula was determined as C 12 Hz, H-5), characteristic of a 1,2,4-trisubstituted benzene ring. In addition, two signals corresponding to a hydroxymethylene group at δ H 4.47 (2H, d, J = 6.0 Hz, H-10) and 5.58 (OH, t, J = 6.0 Hz), as well as two methyl groups at δ H 1.98 (3H, s, H-9) and 3.89 (3H, s, H-11, OMe), were also observed ( Table 1) . Twelve resonances, attributable to two methyls (one methoxy) at δ C 8.9 (CH 3 , C-9), 56.4 (OMe, C-11), one methylene at δ C 59.3 (CH 2 , C-10), three aromatic methines at δ C 100.2 (CH, C-8), 115.2 (CH, C-6), and 126.6 (CH, C-5), and six quaternary (one ketone and five aromatic) carbons at δ C 116.0 (C, C-4a), 116.8 (C, C-3), 157.3 (C, C-8a), 162.1 (C, C-2), 163.9 (C, C-7), and 176.9 (C, C-4), could be assigned (Table 1) Detailed analysis of the NMR data revealed the structure of 1 to be quite similar to that of 2,3-dimethyl-7-methoxychromone (3) [8] . The primary difference in the NMR spectroscopic data was that the methyl group resonating at δ H 2.03 (s, 3H, H-10) and δ C 18.4 (C-10) in 3 [8] was replaced by hydroxymethyl signals at δ H 4.47/δ C 59.3 (CH 2 -10) in the NMR spectra of 1. Moreover, an exchangeable proton at δ H 5.58 (OH-10) was also observed ( Table 1) . These observations were supported by the relevant COSY and HMBC correlations ( Figure 1 ). The ROESY correlations ( Figure 1 ) from H-11 to H-6 and H-8 and from H-9 to H-10 and OH-10 unequivocally confirmed the structure of 1. Hence, the structure of 1 was determined as 2-hydroxymethyl-3-methyl-7-methoxychromone. which was consistent with one more proton contained in the molecular formula, but with one chlorine atom missing, as detected from the HR-ESI-MS of 4. The cross-peaks from H-10 to H-9 and H-11 in the COSY spectrum, as well as the NOE correlations from H-12 to H-5 and H-7 and from H-4 to H-5 and H-9 in the ROESY spectrum confirmed the above deduction (Figure 1 ). Hence, the structure of compound 4 was assigned as 3-(3-chloro-2hydroxypropyl)-8-hydroxy-6-methoxy-isochromen-1-one. The molecular formula of compound 6 was determined as C 16 H 11 NO 3 by HR-EI-MS, having one CH 2 unit less than that of 1-(4-methoxybenzoyl)indole-3-carbaldehyde (7) [11] . The 1 H and 13 C NMR spectroscopic data of 6 were quite similar to those of 7 [11] . However, signals for the methoxy group resonating at δ H 3.9 and δ C 56.3 in 7 disappeared in the NMR spectra of 6. These observations were supported by the relevant COSY and HMBC correlations (Figure 1 ). Based on the above evidence, compound 6 was readily determined as 1-(4-hydroxybenzoyl)indole-3-carbaldehyde. 
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Experimental
General: Optical rotation was determined on a Perkin-Elmer-241 MC polarimeter. 1D and 2D NMR spectra were recorded on Bruker Chemical investigations on extracts of the sponge-derived fungal strains Natural Product Communications Vol. 11 (9) 2016 1295 ARX 600 NMR (for 1-5) and Bruker Avance 500 NMR spectrometers (for 6). HR-ESI-MS data were obtained with an FTHRMS-Orbitrap (Thermo-Finnigan) mass spectrometer, and HR-EI-MS spectra (for 2 and 6) were with an autospec premier P776 mass spectrometer. HPLC analysis was performed with a Dionex UltiMate-3400SD with an LPG-3400SD pump coupled with a photodiode array detector (DAD 300RS); routine detection was at 235, 254, 280, and 340 nm. Semi-preparative HPLC was performed using a Merck Hitachi HPLC System (UV detector L-7400; pump L-7100; Eurosphere-100 C 18 , 300 × 8 mm, Knauer). Column chromatography (CC) was performed with Sephadex LH-20 and Merck MN silica gel 60 M (0.04-0.063 mm). TLC plates with silica gel F 254 (Merck) were used to monitor fractions; detection was by UV absorption at 254 and 366 nm or by spraying the plates with anisaldehyde reagent.
Sponge and fungal material:
The fungal strains Rhinocladiella sp. (IO2), Clonostachys sp. (AP4.1), and Engyodontium album (IVB1b) were isolated from the sponges Ircinia oros, Axinella polypoides, and Ircinia variabilis, respectively, which were collected from diving 30 m at İlyosta-Ayvalık in Balıkesir in Turkey, on 18 Octorber 2013 (for Ircinia oros) and diving 22 and 25 m at Üçadalar-Tekirova in Antalya in Turkey, on 23 April 2013 (for Axinella polypoides, and Ircinia variabilis, respectively). The identification of the fungi was performed according to a molecular biological protocol [12] by DNA amplification and sequencing of the ITS region [GenBank accession No. KU707922 (Rhinocladiella sp. IO2), KU707923 (Clonostachys sp. AP4.1), and KU531881 (Engyodontium album IVB1b)].
Fermentation and extraction:
The fungal strains Rhinocladiella sp. (IO2), Clonostachys sp. (AP4.1), and Engyodontium album (IVB1b) were grown on MEA medium (7.5 g bacto agar, 7.5 g malt extract, 5.0 g artificial sea salt, and 500 mL distilled water, pH 7.4-7.8) at 22 o C for 4 days and then inoculated into one 1 L conical flasks on rice solid medium (100 g rice and 110 mL seawater) for 30 days at room temperature. Each of the fermented cultures was exhaustively extracted with EtOAc (150 mL/flask) for 8 h. The EtOAc solution was concentrated under reduced pressure to give 3 extracts (236 mg for Rhinocladiella sp. IO2, 850 mg for Clonostachys sp. AP4.1, and 900 mg for Engyodontium album IVB1b).
Isolation Rhinocladiella sp. (IO2):
The crude extract (236 mg) from the fungus was fractionated by CC on Sephadex LH-20 (MeOH) to yield 5 fractions (Frs. 1-5) based on TLC analysis. Fr. 5 (15 mg) was further purified by semi-preparative HPLC (Eurosphere-100 C18 column, 300 × 8 mm, 0~5 min, 45% MeOH-H 2 O, 5~8 min, 62% MeOH-H 2 O, 8~18 min, 70% MeOH-H 2 O, 18~20 min, 100% MeOH) to obtain compounds 1 (1.0 mg, t R 8 min), 2 (0.8 mg, t R 15 min), and 3 (1.0 mg, t R 18 min).
Clonostachys sp. (AP4.1):
The extract (850 mg) from the fungus was fractionated by silica gel vacuum liquid chromatography (VLC) using different solvents of increasing polarity from n-hexane to MeOH to yield 9 fractions (Frs. 1-9) based on TLC analysis. Fr. 2 (450 mg) was further purified by CC on Sephadex LH-20 (MeOH) to afford 7 sub-fractions (Frs. 2.1-2.7). Further purification of Fr. 2.4 (6.5 mg) by semi-preparative HPLC (Eurosphere-100 C18 column, 300 × 8 mm, 0~5 min, 50% MeOH-H 2 O, 5~10 min, 65% MeOH-H 2 O, 10~18 min, 75% MeOH-H 2 O, 18~20 min, 100%
